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My Mission...

Neoadjuvant Immunotherapy (NIT) is a logical option for many
patients with localized dMMR/MSI-High Gl Cancers



dMMR/MSI-H Tumor
Locally Advanced
Unresectable




Chemotherapy has suboptimal anti-tumor activity against dMMR tumors
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Randomized Studies in Advanced dMMR/MSI-H CRC

KEYNOTE- 1771 CheckMate 8HW?

Progression-free survival

100 .
1L centrally confirmed
d it il 0 |G
- o/ o/ Medifm PFS,*b mo NR 59
ORR 45% vs.33%
TNe 70 § 90 ‘\\4 12-month rate HR (97.91% CI) 0.21 (0.13-0.35)
> T g0 24-month rate P value < 0.0001
e ,
o £ 701 ' 79% 1
2 N 2 0 : L 72%
£ 404 ¢ 504 5 : NIVO + IPI
‘@ Events,n  Median (95%Cl),  Hazard ratio T 404 | ;
£ 301 months (95% C1) 2 30 : :
o 7 < ] !
& 204 & j '
—— Pembrolizumab group 68 54-0 (44-4-NR) y e 5 20 1 ; :
109 — Chemotherapy group 95 24-9(16-6-32-6) GOH(0:A4:0:53)7 p-0:0008 ,_‘E 10 4 : !
0 0 7 3 5 16 20 24 28 D 36 40 14 43 5 6 60 &3 3 6 9 12 15 18 21 2 27 30 3 36 39 42 45 48
Number at risk No. at risk Months
(nUmbel’ CenSOred) NIVO + IPI 171 144 132 122 108 95 92 77 64 53 42 37 22 10 9 1 0
Pembrolizumabgroup 153 (0) 131(0) 120(0) 116 (0) 107(0) 103(0) 99(0) 97(0) 93(4) 87(24) 67(47) 43(62) 26(71) 15(82) 3(85) 0(85)
Chemotherapy group 154 (4) 136(4) 117(5) 100(7) 86(7) 78(7) 73(7) 69(7) 62(10) 53(19) 43(33) 29(49) 11(54) 6(57) 2(59) 0(59)
1. Diaz. Lancet Oncol. 2022

2. Andre. ASCO GI 2024



How well does the neoadjuvant immunotherapy (NIT) work?

the proof

is in the

Pudding
e

Real-world patients




# 1 A Patient with dMMR Hepatic Flexure Adenocarcinoma

» 78 yr. old female patient

» Abdominal pain, lost 30 pounds

» Multiple co-morbidities (COPD, A.Fib)
» Tumor =2 MSI-H/dMMR

Colorectal surgery evaluation-> NOT a surgical candidate




A Patient with dMMR Hepatic Flexure Adenocarcinoma

Baseline 2 months 5 months

In CR 30 months
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Patient # 2 : A Patient with dMMR sigmoid Colon Cancer
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Patient # 3 : A 90-year old Patient with dMMR sigmoid Colon Cancer

Before Immunotherapy
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Patient # 4 : A Patient with dMMR Gastric Cancer
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Rationale for neoadjuvant immunotherapy (NIT)
in patients with MSI-H/dMMR localized Gl Cancers?

University Hospitals
Seidman Cancer Center
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Argument #1 : MSI-H localized Gl cancer patients are older

Early-stage (Stage I-1ll) dMMR CRC: Age Distribution

70-90 years

50-69 years

n=12,744

Gutierrez et al. JCO Precision Oncology 2023



Argument #2: Outcome with the current standard of care is not great!

EIC

EUROPEAN JOURNAL OF CANCER

ORIGINAL RESEARCH | VOLUME 144, P101-112, FEBRUARY 2021

Prognostic variables in low and high risk stage Il colon cancers
treated in two adjuvant chemotherapy trials

Frank A. Sinicrope & [ e Sakti Chakrabarti e Pierre Laurent-Puig » ... Qian Shi  Steven R. Alberts o

Julien Taieb e Show all authors

Published: December 17, 2020 * DOI: https://doi.org/10.1016/j.ejca.2020.11.016 * M) Check for updates
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Stage Il Colon Cancer: MSI-H is the driver

An ACCENT/IDEA database analysis
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Overall Survival

Overall Survival of Patients with Stage Il T4 dMMR Colon Cancer : NCDB Analysis
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Argument #3:

The checkpoint inhibitors work better in early-stage than advanced dMMR/MSI-H G

Number of patients
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Saberzadeh-Ardestani. Eur J cancer
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Cancers
Biology =)
> Difference in T cell infiltration g MM“‘“\ .
> A lower degree of systemic immune suppression é “
» The absence of visceral metastases )
> A lower tumor burden o m "
Data ==
Study n Primary Site NIT PCR (%)
NICHE-2 107 Colon IP1 +Nivo 67
NICHE-1 20 Colon IPl +Nivo 60
Ludford et al 17 CRC Pembrolizumab 65
GERCOR NEONIPIGA 29 Gastric/GE)J IP1+Nivo 59

NICHE-2 study design

Major pathologic response in 95% of patients; 67% pCR

n=107




Argument #4:

The checkpoint inhibitors have improved efficacy in the neoadjuvant setting than in
the adjuvant setting
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S$1801 Study Schema

Primary endpoint: Event-free survival
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Argument #5:

Chemotherapy has suboptimal anti-tumor activity against dAMMR tumors

Trial Design

Arm A: 6 weeks
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Argument #6: Durability of Response

KEYNOTE-177 (Pembrolizumab): Long-term result (after a median follow-up of 44.5 months)

The median duration of response with pembrolizumab was
not reached (IQR, 36.1 to not reached)
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0 4 é 12 16 20 24 28 32 36 40 44 48 52 56 60

. Time since randomisation {(months)
Number at risk

(number censored)
embrolizumabgroup  69(2) 66(7) 59(10) 50(11) 49(12) 48(16) 43(16) 39(24) 31(32) 23(43) 11(47) 7(50) 4(52) 2(54) 0(54) 0(5¢
Chemotherapygroup  51(1) 48(3) 36(5) 20(9) 14(10) 11(10) 11(11) 8(11) 7(13) 5(14) 4(16) 2(17) 1(18) 0(18) 0(18) o0(1¢

Diaz. Lancet Oncol. 2022



NIT in patients with dMMR/MSI-H Localized Gl Cancers :
Questions abound......??????

» Which Immunotherapy ?

» Duration of Immunotherapy ?

» Response assessment and disease monitoring ?
» Progression on immunotherapy ? =» Rare

» Durability of response ? =»Durable

» Toxicity ? —» Modest



A Systematic Review Result

JCO° Prec15|on Oncology

An Americ cal Oncology Jou

Outcome of Patients With Early-Stage Mismatch Repair
Deficient Colorectal Cancer Receiving Neoadjuvant
Immunotherapy: A Systematic Review

Authors: Sakti Chakrabarti, MD & Udhayvir Singh Grewal, MD Kruti Bhagirath Vora, MD Aparna Raj Parikh, MD Diana Almader-

Douglas, MA, MLS, AHIP, Amit Mahipal, MPH, MBBS and Mohamad (Bassam) B. Sonbol, MD AUTHORS INFO & AFFILIATIONS

Publication: JCO Precision Oncology e Volume 7, Number 7 e https://doi.org/10.1200/P0.23.00182

> n=423: Colon=326 (77%),Rectal =97 (23%)
» Among the resected patients, 233/334 (70%) achieved pCR

» Complete clinical response (cCR) was reported in 72/89 (81%) patients

» Cancer progression on initial NIT : 4/423 (0.9%)

» Cancer progression after initial response to NIT (median follow-up 4-27 months : 3/419 (0.7%)

» Grade 3 or higher toxicity reported only in 6.3 % of patients. g

University Hospitals
Seidman Cancer Center
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DREAM-GI

A National Registry for patients with DREAM-GI

dMMR/MSI-H Gl cancers receiving
Neoadjuvant Immunotherapy (NIT) &J & ' DREAM I[T.




University Hospitals | Initial Findings from the DREAM-GI National Database: Assessing the Efficacy and Safety of Neoadjuvant
Seidman Cancer Center | Immunotherapy (NIT) in Patients with deficient mismatch repair/microsatelliteinstability-high (dAMMR/MSI-H) Gastrointestinal

ASE 7 | case (GI) Cancer
\%SS{E%RVIE gfxg’ég*‘gg‘hﬂ‘ég Sakti Chakrabarti, J. Eva Selfridge!, Marie Parish®, David L Bajor!, Antony Ruggeri®, Sameer Tolay*,Madison Conces?, Melissa Amy Lumish!, Amr Mohamed?, Amit Mahipal’,
UNIVERSITY Aditya V. Shreenivas?.1. University Hospitals Seidman Cancer Center, Case Western Reserve University (OH). 2. Medical College of Wisconsin (WI), 3. Aurora Cancer Care (WI),

Introduction T s

i ot ; . Case Examples
Patients with dMMR/MSI-H gastrointestinal (Gl) Baseline Characteristics & Treatment of dMMR/MSI-H Outcomes with NIT Baseline 2 months 5 months
. . Gl Cancer Patients receiving Neoadjuvant
cancer occasionally receive I h 5 (n= 47)
neoadjuvantimmunotherapy (NIT) due to various mmunotherapy (n=50)
clinical considerations. To systematically evaluate i : i Follow-up (m). Median 14
theoutcome of these patients, we initiated the Age- medlan, range years) 67182:90 ( ) P ) (2-80)
DREAM-GI national database, intending to harness Sex range B
real-world data to provide crucial insights into the Male- no (%) 29 (58) Time to best response 3 _ _
outcomes, safety profile, and response patterns of Female - no (%) 21 (42) : B Not Detected
dMMR/MSI-H GI cancer patients undergoing NIT. Race (m), Median (range) (1.5-12)
Herein, we present the initial findings. White - no (%) ) ORR- % (n) 75 (35) Historical Results
= (o) . . g ¢
Methods | ?'aCk no (%) 9 (18) Radiologic CR — % (n) 43 (20)
C“m|cﬁ|| stagi/ 34 (68 Pathologic CR — % (n) 9 (4) e = — —= :
We developed a centralized database to collect “i=no (O°) (68) PR- % (n) 24 (11) B
de-identified clinical data from patients with V- no (%) 16:32) ?
dMMR/MSI-H Gl cancers receiving NIT. & g;’c'fi?(‘%es e Stable Disease — % (n) 15 (7)
}[/r\:ﬁy SoE]eg‘;eotledrit)aeﬁtgos;gzcéweIy and prospectively GE Cancers—no (%) 07 (14) Progressive Disease (PD) e
gn =ep ’ : Pancreaticobiliary — no (%) 12 (24) — % (n)
0 NIT Regimens
COﬂClUSlOﬂS Pembrolizumab- n (%) 40 (80) Median PES (months) Not
IPI/Nivo- n (%) 8 (16) reached
- NIT is associated with remarkable response 10+Chemo- n (%) 2 (4) Not
rate and durability in patients with Treatment-naive- n (%) Median OS (months) hed
dMMR/MSI-H Gl cancers. Previously treated — n (%) :13"; (SZ) reache
(34) Median f/u of patients s5 c
- Progression on NIT is infrequent. Median duration of NIT, achiving CR (m) '
6 ('1 .5_55) /307 nar2 1297 12/ N3y 12872 12/
months (range) i
- These real-world data support further PD among patients ) Reported MTM/mL
investigation of non-operative approaches Surgery —n (%) 5 (10) achiving CR - % (n) 0(0/24) o s e
for patients with dAMMR/MSI-H GI cancers.

Corresponding author: Sakti Chakrabarti

sakti.chakrabarti@Quhhospitals.org



Conclusion

v" All GI Cancer patients should have MMR status checked

v' Immunotherapy with ICls alone is a reasonable option for surgically unfit
patients with localized MSI-H/dMMR Gl cancers

v’ A proportion of patients can possibly achieve longterm remission without surgery

v’ Role of NIT in localized dMMR/MSI-H Gl cancers should be further investigated

University Hospitals
Seidman Cancer Center
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